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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
AB The present invention relates to an isolated human cytochrome P 450 3A7 
(CYP3A7) promoter region, and identifies the pregnane activated 
receptor (PAR) responsive element in the CYP3A7 promoter region. 
The invention further discloses that constitutive 
androstane receptor (CAR) can upregulate the CYP3A7 

promoter via xenobiotic response element (XREM) . The invention also 
relates to screening methods for agents modulating the 

expression of CYP3A7, such agents being potentially useful in modulating 

metab. of endogenous and/or exogenous compds . , drug interaction, 

toxicity and/or bioavailability of drugs. 
ST sequence human cytochrome P45 0 3A7 CYP3A7 promoter drug screening 

; gene CYP3A7 promoter pregnane activated receptor responsive 

element PAR; promoter CYP3A7 constitutive androstane 

receptor CAR regulation 
IT Proteins 

RL : BSU (Biological study, unclassified); BIOL {Biological study) 
(CAR (constitutive androstane receptor) ; 

sequence of a human cytochrome P 450 3A7 promoter region and uses in 
drug screening) 
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Regulation of multidrug resistance -associated protein 2 
(ABCC2) by the nuclear receptors pregnane X receptor, 
farnesoid X-activated receptor, and constitutive androstane 
receptor . 

Kast Heidi R; Goodwin Bryan; Tarr Paul T; Jones Stacey A; 
Anisfeld Andrew M; Stoltz Catherine M; Tontonoz Peter; 
Kliewer Steve; Willson Timothy M; Edwards Peter A 
Department of Biological Chemistry and Medicine, UCLA, Los 
Angeles, California 90095, USA. 
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Journal; Article; (JOURNAL ARTICLE) 
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The multidrug resistance -associated protein 2 {MRP2, ABCC2 
efflux of several conjugated compounds across the apical 

membrane of the hepatocyte into the bile canaliculi. We identified MRP2 

a screen designed to isolate genes that are regulated by the 

farnesoid X-activated receptor (FXR, NR1H4 ) . MRP2 mRNA levels 

were induced following treatment of human or rat hepatocytes with either 

naturally occurring ( chenodeoxychol ic acid) or synthetic (GW4064) FXR 
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ligands. In addition, we have shown that MRP2 expression is regulated by 
the pregnane X receptor (PXR, NR1I2) and constitutive 
androstane receptor (CAR, NR1I3). Thus, treatment of 

rodent hepatocytes with PXR or CAR agonists results in a robust induction 
of MRP2 mRNA. . . 8 nucleotides (ER-8) . PXR , CAR, and FXR bound with 
high affinity to this element as heterodimer s with the retinoid X 
receptor alpha (RXRalpha, NR2B1) . Lucif erase reporter gene 
constructs containing 1 kb of the rat MRP2 promoter were prepared and 
transiently transfected. . . conferring PXR, CAR, and FXR 
responsiveness on a heterologous thymidine kinase promoter. Mutation of 
the ER-8 element abolished the nuclear receptor response. These 
studies demonstrate that MRP2 is regulated by three distinct nuclear 
receptor signaling pathways that converge on a common response 
element in the 5' -flanking region of this gene. 
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harmful chemicals are also involved in drug metabolism, and can 
cause adverse drug-drug interactions. Two closely related orphan nuclear 
hormone receptors -- the pregnane X receptor (PXR) and 
the constitutive androstane receptor 

(CAR) --have recently emerged as transcriptional regulators of cytochrome 
P450 expression that couple xenobiotic exposure to oxidative metabolism. 
In this review, . . . examination of the roles of PXR and CAR as 
xenobiotic sensors, and discuss the application of this knowledge to 
toxicological screening in drug discovery. 
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receptor (CAR) modulators for treatment of hypercholesterolemia 
associated diseases 
ST constitutive androstane receptor CAR 

modulator screening hypercholesterolemia 
IT Transcriptional regulation 

(CAR-mediated ; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT Genetic element 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(CAR-responsive, DR-4 or DR-5; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT Gene, animal 
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(Biological study) 

{CAR. beta.; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
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IT Estrogen receptors 
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IT Transcription factors 
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(high-d., as cholesterol indicator; screening 
constitutive androstane receptor (CAR) 

modulators for treatment of hypercholesterolemia assocd. diseases) 
IT Mutation 

(insertion, of CAR; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 



IT Peptides, biological studies 

RL: BSU {Biological study, unclassified); BIOL (Biological study) 
{labeled; screening constitutive androstane 
receptor (CAR) modulators for treatment of hypercholesterolemia 
assocd. diseases) 
IT Lipoproteins 

RL: BSU {Biological study, unclassified); BIOL {Biological study) 
(low-d. , as cholesterol indicator; screening 
constitutive androstane receptor { CAR) 

modulators for treatment of hypercholesterolemia assocd. diseases) 
IT Lipids, biological studies 

RL : BSU (Biological study, unclassified); BIOL (Biological study) 
(metabolic disorders, treatment of; screening 
constitutive androstane receptor {CAR) 

modulators for treatment of hypercholesterolemia assocd. diseases) 
IT Fluorometry 

(polarization; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT Cardiovascular agents 
Drug screening 
Molecular cloning 

(screening constitutive androstane 
receptor (CAR) modulators for treatment of hypercholesterolemia 
assocd. diseases) 
IT Reporter gene 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
{Uses) 

(screening constitutive androstane 
receptor (CAR) modulators for treatment of hypercholesterolemia 
assocd. diseases) 
IT Peptides, biological studies 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(sensor; screening constitutive androstane 
receptor (CAR) modulators for treatment of hypercholesterolemia 
assocd. diseases) 
IT Mammal (Mammalia) 
Mouse 

(transgenic, CAE al lele -disrupted ; screening 
constitutive androstane receptor {CAR) 

modulators for treatment of hypercholesterolemia assocd. diseases) 
IT Hypercholesterolemia 

(treatment of; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT Lipoproteins 

RL : BSU {Biological study, unclassified); BIOL (Biological study) 
(very-low-d. , as cholesterol indicator; screening 
constitutive androstane receptor (CAR) 

modulators for treatment of hypercholesterolemia assocd. diseases) 
IT 198705-46-3 301654-35-3 338961-03-8 351153-65-6 351153-66-7 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process) ; BSU (Biological study, unclassified) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PROC (Process) ; USES (Uses) 
{CAR agonist; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT 1153-51-1, 5. alpha. -androst- 16 -en- 3 .alpha. ol 7657-50-3 95118-94-8, 
5 . alpha . -Androst - 16 -en- 3 . alpha . -ol acetate 

RL: BSU {Biological study, unclassified); BIOL (Biological study) 
{CAR ligand; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT 225916-35-8 

RL : BAC (Biological activity or effector, except adverse); BPR (Biological 




process) ; BSU (Biological study, unclassified) ; PRP (Properties) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PROC (Process) ,- USES (Uses) 

(amino acid sequence; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT 9001-78-9, Alkaline phosphatase 9014-00-0, luciferase 9031-11-2, 
. beta . -Galactosidase 9040-07-7, Chloramphenicol acetyl transferase 
RL: BUU (Biological use, unclassified) ; BIOL (Biological study) ; USES 
(Uses) 

(gene for, as reporter; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT 81-88-9 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(labeled peptide; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT 76150-91-9, 1 , 4 -Bis [2 - ( 3 , 5 -dichloropyridyloxy) ] benzene) 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process) ; BSU (Biological study, unclassified) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PROC (Process) ; USES (Uses) 
(ligand for CAR; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT 128-23-4, 5 . beta . -pregnan-3 , 20 dione 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process) ; BSU (Biological study, unclassified) ; THU (Therapeutic use) ,- 
BIOL (Biological study) ; PROC (Process) ; USES (Uses) 
(ligand for CAR. alpha.; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
IT 1404-04-2, neomycin 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(resistance gene as marker gene; screening 
constitutive androstane receptor (CAR) 

modulators for treatment of hypercholesterolemia assocd. diseases) 
IT 57-88-5, cholesterol, biological studies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study) ; OCCU (Occurrence) 
(serum; screening constitutive androstane 
receptor (CAR) modulators for treatment of hypercholesterolemia 
assocd. diseases) 

IT 351237-24-6, 4: PN : WO0151045 SEQID : 4 unclaimed DNA 351237-25-7, 5: PN : 
WO0151045 SEQID: 5 unclaimed DNA 351237-26-8, 6: PN : WO0151045 SEQID: 6 
unclaimed DNA 351237-27-9, 8: PN : WO0151045 SEQID: 8 unclaimed DNA 
351237-29-1 351237-30-4 
RL: PRP (Properties) 

(unclaimed nucleotide sequence; screening 
constitutive androstane receptor (CAR) 

modulators for treatment of hypercholesterolemia assocd. diseases) 
IT 197731-92-3 351237-22-4 351237-23-5 351237-28-0 
RL: PRP (Properties) 

(unclaimed protein sequence; screening constitutive 
androstane receptor (CAR) modulators for treatment of 
hypercholesterolemia assocd. diseases) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



2001:168249 CAPLUS 
134 : 217982 

Chromat in-based RAR/RXR heterodimer- regulated 
transcription system and its use in screening for 
transcription modulators 
Chambon, Pierre; Dilworth, F. Jeffrey; 
Fromental -Ramain, Catherine 



PATENT ASSIGNEE (S) 



SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Institut National de la Sante et de la Recherche 

Medicale, Fr . ; Centre National de la Recherche 

Scientif ique; Universite Louis Pasteur; Bristol-Myers 

Squibb Company 

PCT Int . Appl . , 51 pp . 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2001016597 

W: AU, CA, 
RW: AT, BE, 
PT, SE 
REFERENCE COUNT : 



Al 20010308 
IL, JP, MX, US 
CH, CY, DE, DK, 



APPLICATION NO. DATE 



WO 1999-US20018 19990901 



ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 



4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

IT Receptors 

RL: ARG (Analytical reagent use); ANST (Analytical study); USES (Uses) 
{CAR (constitutive androstane receptors) ; 

chromatin-based RAR/RXR heterodimer- regulated transcription system and 
its use in screening for transcription modulators) 



L7 ANSWER 7 OF 10 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



DUPLICATE 3 



MEDLINE 
2001475469 MEDLINE 
21410114 PubMed ID: 11518807 

Conservation of signaling pathways of xenobiotic - sensing 
orphan nuclear receptors, chicken xenobiotic receptor, 
constitutive androstane receptor, and pregnane X receptor, 
from birds to humans. 

Handschin C; Podvinec M; Stockli J; Hoffmann K; Meyer U A 
Division of Pharmacology/Neurobiology , Biozentrum of the 
University of Basel, CH-4056 Basel, Switzerland. 
MOLECULAR ENDOCRINOLOGY, (2001 Sep) 15 (9) 1571-85. 
Journal code: 8801431. ISSN: 0888-8809. 
United States 

Journal; Article; { JOURNAL ARTICLE) 
English 

Priority Journals 
200201 

Entered STN : 20010827 
Last Updated on STN: 20020125 
Entered Medline: 20020114 
Chicken xenobiotic receptor, pregnane X receptor, and 
constitutive androstane receptor are orphan 

nuclear receptors that have recently been discovered to regulate 

drug- and steroid-mediated induction of hepatic cytochromes P450 (CYP) . 

This induction is part. . . experiments in the chicken hepatoma cell 

line LMH that suggest evolutionary conservation of the signaling pathways 

triggered by pregnane X receptor, constitutive 

androstane receptor, and chicken xenobiotic 

receptor. Thus, the phenobarbital - inducible enhancer units of the 
mouse Cyp2bl0, rat CYP2B2 , and human CYP2B6 genes were activated in 
reporter gene assays by the same compounds that 

activate the chicken CYP2H1 phenobarbital - inducible enhancer units. 
Chicken xenobiotic receptor, pregnane X receptor, and 
constitutive androstane receptor all bound to 

the CYP2H1 phenobarbital - inducible enhancer units in gel-shift 

experiments. In CV-1 cell t ransact ivat ion assays, mammalian 

pregnane X receptors activate the chicken phenobarbital - 

inducible enhancer units to the same extent as does chicken xenobiotic 

receptor, each receptor maintaining its species - speci f ic 

ligand spectrum. To assess the reported role of protein phosphorylation in 



AUTHOR : 

CORPORATE SOURCE 

SOURCE : 

PUB . COUNTRY : 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 




drug-mediated induction, we treated LMH cells. . . comparable to those 
seen on CYP2BS and CYP3As in mammalian primary hepatocyte cultures. These 
results indicate that closely related nuclear receptors, 
transcription factors, and signaling pathways are mediating the 
transcriptional activation of multiple genes by xenobiotics in chicken, 
rodents, and man. 



L7 ANSWER 8 OF 
ACCESSION NUMBER 
DOCUMENT NUMBER : 
TITLE : 



10 MEDLINE DUPLICATE 4 

2000270219 MEDLINE 
20270219 PubMed ID: 10748001 

Orphan nuclear receptors constitutive androstane receptor 
and pregnane X receptor share xenobiotic and steroid 
ligands . 

Moore L B; Parks D J; Jones S A; Bledsoe R K; Consler T G; 
Stimmel J B; Goodwin B; Liddle C; Blanchard S G; Willson T 
M; Collins J L; Kliewer S A 

Department of Molecular Endocrinology, Glaxo Wellcome 
Research and Development, Research Triangle Park, North 
Carolina 27709, USA. 

JOURNAL OF BIOLOGICAL CHEMISTRY, (2000 May 19) 275 (20) 
15122-7 . 

Journal code: 2985121R. ISSN: 0021-9258. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200006 

Entered STN: 20000629 
Last Updated on STN: 20000629 
Entered Medline : 20000621 
Xenobiotics induce the transcription of cytochromes P450 (CYPs) 2B and 3A 
through the constitutive androstane receptor 

(CAR; NR1I3) and pregnane X receptor (PXR; NR1I2), respectively. 

In this report, we have systematically compared a series of xenobiotics 

and natural steroids for their effects. . . on mouse and human CAR and 

PXR. Our results demonstrate dual regulation of PXR and CAR by a subset of 

compounds that affect CYP expression. Moreover, there are marked 

pharmacological differences between the mouse (m) and human (h) orthologs 

of both. . . PXR. Similarly, the PXR activator clotrimazole is a potent 

deactivator of hCAR . Using radioligand binding and fluorescence resonance 

energy transfer assays, we demonstrate that several of the 

compounds that regulate mouse and human CAR, including natural 

steroids, bind directly to the receptors. Our results suggest 

that CAR, like PXR, is a steroid receptor that is capable of 

recognizing structurally diverse compounds. Moreover, our 

findings underscore the complexity in the physiologic response to 

xenobiotics . 



AUTHOR : 



CORPORATE SOURCE; 



SOURCE : 



PUB . COUNTRY : 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE : 



AB 
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10 MEDLINE DUPLICATE 5 

2001305626 MEDLINE 
20525078 PubMed ID: 11075820 

Estrogen activation of the nuclear orphan receptor CAR 
(constitutive active receptor) in induction of the mouse 
Cyp2bl0 gene. 

Kawamoto T; Kakizaki S; Yoshinari K; Negishi M 
Pharmacogenetics Section, Laboratory of Reproductive and 
Developmental Toxicology, National Institute of 
Environmental Health Sciences, National Institutes of 
Health, Research Triangle Park, North Carolina 27709, USA. 
MOLECULAR ENDOCRINOLOGY, (2 0 00 Nov) 14 (11) 1897-90 5. 
Journal code: 8801431. ISSN: 0888-8809. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
Engl ish 

Priority Journals 



ENTRY MONTH: 2 0010 5 

ENTRY DATE: Entered STN : 20010604 

Last Updated on STN: 20010604 

Entered Medline: 20010531 
AB The nuclear orphan receptor CAR ( const i tut ively active 
receptor or constitutive androstane 

receptor) can be activated in response to xenochemical exposure, 

such as activation by phenobarbital of a response element called NR1 found 

in the CYP2B gene. Here various steroids were screened for 

potential endogenous chemicals that may activate CAR, using the NR1 

enhancer and Cyp2bl0 induction in transfected HepG2 cell and/or. . . is 

an effective activator of CAR in both female and male mice, suggesting a 

biological and/or toxicological role of this receptor in 

estrogen metabolism. In addition to mouse CAR, estrogens activated rat 

CAR, whereas human CAR did not respond well to. 

L7 ANSWER 10 OF 10 MEDLINE DUPLICATE 6 

ACCESSION NUMBER: 1998322543 MEDLINE 
DOCUMENT NUMBER: 98322543 PubMed ID: 9658407 

TITLE: Molecular cloning of xSRC-3, a novel transcription 

coactivator from Xenopus , that is related to AIB1, p/CIP, 
and TIF2 . 

AUTHOR: Kim H J; Lee S K; Na S Y; Choi H S; Lee J W 

CORPORATE SOURCE: College of Pharmacy, Chonnam National University, Kwangju, 

South Korea. 

SOURCE: MOLECULAR ENDOCRINOLOGY, (1998 Jul) 12 (7) 1038-47. 

Journal code: 8801431. ISSN: 0888-8809. 
PUB. COUNTRY : United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 19 9810 

ENTRY DATE: Entered STN: 19981020 

Last Updated on STN : 19981020 
Entered Medline: 19981005 
AB Nuclear receptors regulate transcription by binding to specific 

DNA response elements of target genes. Herein, we report the molecular 
cloning and characterization of a novel Xenopus cDNA encoding a 
transcription coactivator xSRC-3 by using retinoid X receptor 
(RXR) as a bait in the yeast two-hybrid screening. It belongs to 
a growing coactivator family that includes a steroid receptor 
coactivator amplified in breast cancer (AIB1) , p300/ CREB-binding protein 
(CBP) -interacting protein (p/ CIP) , and transcriptional intermediate 
factor 2 (TIF2) . It also interacts with a series of nuclear 
receptors including retinoic acid receptor (RAR) , 
thyroid hormone receptor (TR) , and orphan nuclear 
receptors [hepatocyte nuclear receptor 4 (HNF4) and 
constitutive androstane receptor (CAR) ] . 

However, it does not interact with small heterodimer partner (SHP) , an 
orphan nuclear receptor known to antagonize ligand-dependent 
transactivation of other nuclear receptors. In CV-1 cells, 
cotransf ection of xSRC-3 differentially stimulates 1 igand- induced 
transactivation of RXR, TR, and RAR in a dose -dependent manner. 
Interestingly, . . . and early stages of oocyte development, suggesting 
that studies of xSRC-3 may lead to better understanding of the roles 
nuclear receptors play in oocyte development as well as 
liver- specif ic gene expression. 
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J1: Mol Pharmacol 2002 Jan;61(l ): 1-6 



Related Articles, Links 




Diverse roles of the nuclear orphan receptor CAR in 
regulating hepatic genes in response to phenobarbital. 

Ueda A, Hamadeh HK, Webb HK, Yamamoto Y, Sueyoshi T, Afshari 
CA, Lehmann JM, Negishi M. 

Pharmacogenetics Section, Laboratory of Reproductive and Developmental 
Toxicology, N1EHS, National Institutes of Health, Research Triangle Park, 
North Carolina 27709, USA. 

Phenobarbital (PB) induces various gene encoding 

drug/steroid-metabolizing enzymes such as cytochromes P450 (P450s) and 
transferases. Although the nuclear orphan constitutive active receptor (CAR) 
has been identified as a key transcription factor that regulates the induction 
of CYP2B, the full scope of CAR-regulated genes still remains a major 
question. To this end, reverse transcriptase-polymerase chain reaction and 
cDNA microarray techniques were employed to examine gene expression in 
wild-type and CAR-null mice. The results show that a total of 138 genes 
were detected to be either induced or repressed in response to PB treatment, 
of which about half were under CAR regulation. Including CYP2B10, 
CYP3A1 1, and NADPH-CYP reductase, CAR regulated a group of the 
PB-induced drug/steroid-metabolizing enzymes. Enzymes such as amino 
levulinate synthase 1 and squalene epoxidase displayed CAR-independent 
induction by PB. Cyp4al0 and Cyp4al4 represented the group of genes 
induced by PB only in CAR-null mice, indicating that CAR may be a 
transcription blocker that prevents these genes from being induced by PB. 
Additionally, the group of genes encoding enzymes and proteins involved in 
basic biological processes such as energy metabolism underwent the 
CAR-dependent repression by PB. Thus, CAR seems to have diverse roles, 
both as a positive and negative regulator, in the regulation of hepatic genes 
in response to PB beyond drug/steroid metabolism. 



PMID: 1 1 752199 [PubMed - indexed for MEDLINE] 
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Jl:Mo1 Cell Biol 1994 
Mar; 14(3): 1544-51 



Related Articles, Nucleotide, OM1M, 
Protein, Books, LinkOut 



A new orphan member of the nuclear hormone receptor 
superfamily that interacts with a subset of retinoic acid 
response elements. 

Baes M, Gulick T, Choi HS, Martinoli MG, Simha D, Moore DD. 

Department of Molecular Biology, Massachusetts General Hospital, Boston 



We have identified and characterized a new orphan member of the nuclear 
hormone receptor superfamily, called MB67, which is predominantly 
expressed in liver. MB67 binds and transactivates the retinoic acid response 
elements that control expression of the retinoic acid receptor beta 2 and alcohol 
dehydrogenase 3 genes, both of which consist of a direct repeat hexamers 
related to the consensus AGGTCA, separated by 5 bp. MB67 binds these 
elements as a heterodimer with the 9-cis-retinoic acid receptor, RXR, 
However, MB67 does not bind or activate other retinoic acid response 
elements with alternative hexamer arrangements or any of several other 
wild-type and synthetic hormone response elements examined. The 
transactivation of retinoic acid response elements by MB67 is weaker than that 
conferred by the retinoic acid receptors but does not require the presence of 
all-trans retinoic acid, 9-cis-retinoic acid, or any exogenously added ligand. We 
propose that MB67 plays an important role in the complex network of proteins 
that govern response to retinoic acid and its metabolites. 
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VERSION 
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REFERENCE 
AUTHORS 

TITLE 

JOURNAL 
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PUBMED 
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TITLE 
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HSONHORE 1450 bp mRNA linear PRI 07-MAR-1995 

H. sapiens mRNA for orphan nuclear hormone receptor. 
Z30425 L29263 
Z30425.1 GI:458541 

nuclear hormone receptor; orphan receptor. 
Homo sapiens. 
Homo sapiens 

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi ; 
Mammalia; Eutheria; Primates; Catarrhini ; Hominidae; Homo. 
1 (bases 1 to 1450) 

Baes,M., Gulick,T., Choi,H.S., Mart inoli , M . G . , Simha,D. and 
Moore , D . D . 

A new orphan member of the nuclear hormone receptor superfamily 

that interacts with a subset of retinoic acid response elements 

Mol. Cell. Biol. 14 (3), 1544-1551 (1994) 

94158827 

8114692 



2 (bases 1 to 1450) 
Moore , D . D . 
Direct Submission 

Submitted ( 04 -MAR- 1994 ) David D. Moore, Molecular Biology, 
Massachusetts General Hospital, Boston, MA, 02114, USA 
Location/Qualifiers 
1 . . 1450 
/organism^ "Homo sapiens" 
/db_xref ="taxon: 96 0 6" 
/clone= "nib67 " 
/ tissue_type="liver" 
/clone_lib="cDNA M 
CDS 273 . . 1319 

/codon_start=l 

/product= "orphan nuclear hormone receptor" 
/protein id= " CAA83 0 16. 1 11 
/db_xref="GI : 458542 " 
/db_xref = "SPTREMBL : Q14994 " 

/trans lat ion= "MASREDELRNCWCGDQATGYHFNALTCEGCKGFFRRTVSKSIG 
PTCPFAGSCEVSKTQRRHCPACRLQKCLDAGMRKDMILSAEALALRRAKQAQRRAQQT 
PVQLSKEQEELIRTLLGAHTRHMGTMFEQFVQFRPPAHLFIHHQPLPTLAPVLPLVTH 
FADINTFMVLQVIKFTKDLPVFRSLPIEDQISLLKGAAVEICHI VLNTTFCLQTQNFL 
CGPLRYTIEDGARVGFQVEFLELLFHFHGTLRKLQLQEPEYVLLAAMALFSPDRPGVT 
QRDEIDQLQEEMALTLQSYIKGQQRRPRDRFLYAKLLGLLAELRSINEAYGYQIQHIQ 
GLSAMMPLLQEICS" 

BASE COUNT 359a 399c 380 g 312 t 

ORIGIN 

1 gtgagcttgc tccttaagtt acaggaactc tccttataat agacacttca ttttcctagt 
61 ccatccctca tgaaaaatga ctgaccactg ctgggcagca ggagggatga taatcctaac 
121 tccaatcact ggcaactcct gagatcagag gaaaaccagc aacagcgtgg gagtttgggg 
181 agaggcattc cataccagat tctgtggcct gcaggtgaca tgctgcctaa gagaagcagg 
241 agtctgtgac agccacccca acacgtgacg tcatggccag tagggaagat gagctgagga 
301 actgtgtggt atgtggggac caagccacag gctaccactt taatgcgctg acttgtgagg 
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361 getgeaaggg tttcttcagg 

421 ctggaagctg tgaagtcagc 

481 agtgcttaga tgctggcatg 

541 ggcgagcaaa gcaggcccag 

601 aagaagagct gatceggaca 

661 aacagtttgt gcagtttagg 

721 ccctggcccc tgtgctgcct 

781 tgcaagtcat caagtttact 

841 agatctccct tctcaaggga 

901 tctgtctcca aacacaaaac 

961 cccgtgtggg gttccaggta 

1021 gaaaactgea gctccaagag 

1081 ctgaccgacc tggagttacc 

1141 tgactctgea aagctacatc 

1201 egaagttget aggectgetg 

1261 tccagcacat ccagggcctg 

1321 gccatgctca cttccttccc 

1381 atgctgggac caaagattgg 

1441 aaagcaaaac 



agaacagtca gcaaaagcat 
aagactcaga ggcgccactg 
aggaaagaca tgatactgtc 
cggcgggcac agcaaacacc 
ctcctggggg cccacacccg 
cctccagctc atctgttcat 
ctggtcacac acttegcaga 
aaggacctgc ccgtcttccg 
gcagctgtgg aaatctgtca 
ttcctctgcg ggcctcttcg 
gagtttttgg agttgctctt 
cctgagtatg tgctcttggc 
cagagagatg agattgatca 
aagggecage agegaaggee 
gctgagctcc ggagcattaa 
tetgecatga tgccgctgct 
cagctcacct ggaacaccct 
geegggttea aagggagece 



tggtcccacc tgcccctttg 
cccagcctgc aggttgeaga 
ggcagaagee ctggcattgc 
tgtgcaactg agtaaggagc 
ccacatgggc accatgtttg 
ccatcaccag cccttgccca 
catcaacact ttcatggtac 
ttccctgccc attgaagacc 
catcgtactc aataccactt 
ctacacaatt gaagatggag 
tcacttccat ggaacactac 
tgccatggcc ctcttctctc 
getgeaagag gagatggcac 
cegggategg tttctgtatg 
tgaggectae gggtaccaaa 
ccaggagatc tgcagctgag 
ggatacactg gagtgggaaa 
agtggttgca atgaaagact 
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RESULT 5 
W37798 

ID W37798 standard; protein; 202 AA . 
XX 

AC W37798; 
XX 

DT 28-JUL-1998 (first entry) 
XX 

DE Amino acid sequence of cancer- associated retinopathy (CAR) 

antigen . 

XX 

KW Cancer-associated retinopathy; CAR; antigen; antibody; 
KW immunoassay reagent; detection of CAR antibody; cancer. 
XX 

OS Homo sapiens . 
XX 

PN US5753522-A. 
XX 

PD 19 -MAY- 1998. 
XX 

PF 10-APR-1995; 95US - 04 1 9 1 0 2 . 
XX 

PR 10-APR-1995; 95US - 04 1 9 1 0 2 . 
PR 06-DEC-1991; 9 1US - 0 8 04 8 94 . 
XX 

PA (LEGA-) LEGACY GOOD SAMARITAN HOSPITAL & MEDICAL. 
XX 

PI Palczewski K, Polans AS; 
XX 

DR WPI; 1998-311413/27. 
XX 

PT Cancer- associated retinopathy antigen proteins - are useful in 
PT immunoassays for detection of cancer-associated retinopathy 
PT antibodies for early diagnosis of cancer 
XX 

PS Claim 1; Fig 2; llpp; English. 
XX 

CC This amino acid sequence is of the cancer-associated retinopathy 
CC (CAR) antigen, which are specifically bound by CAR antibodies. 
CC The antigen and any peptides resulting from it are used as 
CC immunoassay reagents for detecting CAR antibodies, e.g. as an 
CC early warning of cancer. 
XX 

SQ Sequence 202 AA; 



Query Match 24.8%; Score 3 3 2.5; DB 19; Length 2 02; 

Best Local Similarity 36.3%; Pred . No. 5.3e-27; 

Matches 65; Conservative 45; Mismatches 66; Indels 3; 
Gaps 2 ; 

Qy 7 7 EGLDQLQAQTKFTKKELQSLYRGFKNECPTGLVDEDTFKLI YAQFFPQGDATTYAHFLFN 



136 



Db 



12 ei leelqlntkf teeelsswyqs f Ikecpsgri t rqef qt iyskf f peadpkayaqhvf r 



71 



Qy 13 7 AFDADGNGAIHFEDFWGLS I LLRGTVHEKLKWAFNLYD INKDGYITKEEMLAIMKS I YD 

196 

Db 7 2 sf dansdgtldf keyvialhmt sagktnqklewaf slydvdgngt isknevleivtai f k 

131 

Qy 197 MMGRHTYPILRED- - APAEHVERFFEKMDRNQDGWTIEEFLEACQKDENIMSSMQLFE 

253 

Db 13 2 mispedtkhlpedentpekraekiwgf f gkkdddkl tekef iegt lankeilrliq- f e 
189 



